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I Meters of definiteness second 
The Examiner has rejected claims 1, and 3-33 under 35 U.b. J , 

i ( o p c -mo cpmnd paraaraph. 
unaer oo u.o.o. ^ . r - . 

„ Thn rhimedinv.nt.cn is nove ! 36 „ s c § 102(e) 0 n the 

The Examiner has rejected claims 1, 6, 28 and *J unaer o » 

sr r- rr-"i' . - — - — - - 

24) and that the targe, sample is a biological sample (see col. 2 hne W 

M P E P 2131 requires that, in order to anticipate a claim, the reference must te 

• c •• Thprp ta no teachinq within Lockhart et al. of a memoa wim. 
more discrete regions. There is no teacmng Drec ipitate as recited in 

metal recited in Claim 1, LocKnan ei di. u disclose 
U.S.C. § 102(e). 

,„ The claimed invention^^ ertion ^ ^ 

The Examiner rejected the claims under 35 U.S.C. § 103(a) 
following cited references anticipate the invention as claimed. 
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ln „ rd er for a combing o, references to render a Cain, obvious, the c— on o, 
r „s m ust teach or surest saM « - - ^ 

1 To, the events o. the claimed invention, nor does the cited comb,na.,on o, 
does no, suggest a«o, the e em n (o ^ , he c|aimed iroe „,ion. 

the methods disclosed in the cited references, 
inrkhartetal i n view of Van Ness et al. 

Locknartei ai. ji — — - 3{ } LoC khart et al. (USP 

Claims 1 7-9 and 28 are rejected under 35 U.S.C. § iu.na; 

, m d «i a JSP 6 027 980) Specifically, the Examiner asserts that 
6,344,316) in view of Van Ness et al. (USP 6,027,980). p ^ tQ 

one of skill in the art would be motivated to comb.ne Lockhart et al. w.tn 

present invention. ^ ^ reduction of . 

^^Sl^ied under 35 U.S.C , 103(a) over Abound e, , in view of 

™; :r:~: :L ve at , e pre Sen « y « r s, a « ng , ha , 

A, stated above the method of amended claim 1 .ncludes ...perform.ng 

P-n, in soiution ieadin 9 to formation of a met* pre*,, „ one or 

more discrete regions..." 
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The Abouzied e. al. reference discloses a colon'metric method o, screening and 

throug h page 3. „ne „. ^^^ZLTT^. 

prod uc. which forms a precipitate. ^u* a *e m ^ ^ ^ 

use in anays comprising a de s ty ^ ^ ^ ^ ^ ^ 

predp ;;r -™ *•» - ~ 5) where ,he ~ 

rision o, the line blots disciosed does no, aiiow a density^ or more 
With resoect to the apparatus of claim 14, Applicants note that Abouzied al 

molecules bound to a test stnp. The dev.ce 

p r ecip lt ate formed on a high density array as in the " „ . me allic 

SU ° h w„h respect ,0 the apparatus of .aim 14. whiie Howard „, e, a, -closes 

a CCo lera ecuipped with il—n sources and a computer - 

no. detect a metallic predpitate formed in one or more discrete reg,on(s). 
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With respec, to Roth e, al, Applicants note that M.P.E.P. 2141.02 ci.es W.L Gore, 
A$S ocZ -nc 721 F.2d 1540, 220 USPQ 303 (Fed. Or. 1983). stating tha, a pnor a 
be considered in lis entirely, i.e., as a^M, inching portions tha, woul iea 
Z7Z Ta claimed invention. Roth discioses a method ,or localizing and q ua„,,,a,,g a 
Zl in a sample, in me method of Roth, an enzyme generates a ooiored reaCon product 
"e p ta.es However, as discussed above, the precipitate genera.ed trough enzyme c 
ZtoZ^mm .0 be used with an array having a densi, o, a. ,ea, 20 d,scre.e regions 



|j6r cm ss 



« in tho nmspnt invention. 

' ;;»: a ;; disuses M u Se * .»*> g 0l d ^ ^ 

siiver intensification in the context o, iocaiizing a moiecuie in a ce„ or tissue, a con x wh.ch 
i Ly different than the m,croarrays utiiized in the present invention, tn . 0, 

JL. that methods using goid part.es ^^^Z ZZ^ 
intensive in quantitative analyses (see Column 1, line 24-30). Accordingly, 
from methods in which a metallic precipitate is used and therefore, as stated ,n M.P.E.P. 
2141 02, does not teach or suggest the claimed invention. 

Terstappen e, al. disciose the use of magnetic beads to collect cells, specfcaily fo 
separatln targe, moiecule. However, .here is no disclosure or suggestion in Terstappen o 
ZTnLc acids by the presence o, a metallic precipitate in one or more discrete reg,ons 
" a llyfic reduction on an array having a density o, a, lea, 20 discrete regions per 

in .he presl ,nven.ion or devices comprising such arrays and such prec,p,.a.es. 

« the combination of the cited references does no, teach 
invention, Applicants respectfully submit that Cairns 1-26 are non-obvious ,n view of .he above- 

combination of references. 

A K^Hctal m w -..""/.nN«« a tal and Ginqeras et a l 

ct^T^S^re^^^ ™ ^ « 

0 , van N 7e a, and Gingeras e. al. Specify, the Examiner asserts that i, would have 
en obtus l one o, skilMn the ar, such tha, a CCD camera would have been iin.ec to a 
Iputr w b a program ,o recognize such images of discrete regions on ,he array 
Z* he images taken by .he camera, and .0 de.ect/guantitate the targe, compounds T e 
ElmLer further asserts ,ha, ,he ,erm ,003,10, ,n .prior, ciaim 1 render^ — 
and tha. the apparatus taught/suggested by ,he references makes obv,ous the presen y 

"can: submi, tha, ,he term -location- is no, presen, in amended Cairn 14 (ot w,ch 
, h e reiec d Cairns are dependen, upon,. As discussed above. Claim 14 recites me, * 
pic Its formed by cataiytic reduction of a metal. Neither o, the cited references teach or 
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sugg es. .ha recited metallic precipitates formed by catalytic reduction o, a metal. Therefore 
rrlination of cited references does no, render the ciaimed invention obv,ous s,nce they 
do not teach or suggest the invention as presently claimed. 

relev ; nt z 

isS ue obviousness. Applicants submit that the Delation of Jose Remade dated 
limber 10, 200, provides elective evidence of unacted res* u,i,,n g the method of 

the present invention. In particular, as provided in the Dec,arat,on od »u A ~ 

Tetai c ecipita.es resui, in an improvement in sensitivity o, over 1000 fold with respect to th 
m^s discLd in Van Ness (see Exhibit B. — tin g that the . , ««. - 

*u ^ «* \/ a n Nms (see Exhibit C demonstrating that the metallic 

ZZTL 3 hours,. The high sensitivity and short reaction time are extremely benefica, ,n 
high throughput methods performed on high density arrays. 

Furthermore, in the methods disclosed in Van Ness, the spots formed by the on 
metaliic estate resulting from the enzymatic reaction have a diameter o, 50 , 
Z» — ns are no, compatible with the high density arrays 

as ,hey would no, permi, the differentiation of adjacent reg,ons. In contra ., he me 
e*Ia,es formed in ,be methods of the present invention may readily be ,oca„zed to a s,ngle 

position on ,he high density arrays used in me methods o, the present ^ ^ 
Applicants provide herewith an additional Declaration further demonstrate e 
- . Z the methods of the present invention. In particular, the accompanying 

provides a significant amplification of the signal relative to me,hods employe go, part* 
a o , addition the accompanying Declaration demonstrates mat ,he present me h ds 
pel H using infra-red light, -hereby providing an enhanced s,gna„noise rat,o re,a„ve 
to methods which employ visible light. 

,n view of the above remarks and accompanying Declaration, Applicants respectfully 
request withdrawal of the rejection to claims under 35 U.S.C. § 103(a). 
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* : - £2! 2S,s submit amended claims 1 , 2, 4, 5, ,4 and 28 for consideration and entry^ As 
stated abo e the specification provides support for the amendments to the cla.ms. Thus, no 
" has bl added herewith. The changes made to the Cairns by the curren 
ldmen, including U and tdeletions,, are shown on an attached sheet en,.,ed 
™ WITH MARKINGS TO SHOW CHANGES MADE, which foiiows the signature page 
of this amendment ^ ^ ^ „ fu , |y h 

condition for aiiowance. any issues remain ,ha, may be addressed by a 

the Examiner is invited to contact the undersigned at the phone number listed below. 

pTa!e charge any addi U ona, fees, induding any fees for addition, extension of «,me, or 
credit overpayment to Deposit Account No. 1 1-1410. 

Respectfully submitted, 

KNOBBE, MARTENS, OLSON & BEAR, LLP 

JJLJ- 



o^Jhl^rMmZ By: 

Registration No. 40,637 



Attorney of Record 
2040 Main Street 
14 th Floor 
Irvine, CA 92614 
(619) 235-8550 
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VERSION W'l H MAnr""^ v ■ 

, (Amended Four Times) A method for the identification and/or the quantification 

4,Woa^^^'^<>^^* mo , ecule in orde r to 
putting into contact the target compound with a capture molecule 
al ,ow a sped binding between said target compound with a capture , mo ecuie. » 
.pture moiecuie being « upon a 

comprising a density of at least Q 6»«» r 

reaions being fixed with one species of capture molecules; ,. 
" pelming a l—^fcM^^^ 

to formation o, a ^precipitate [formed a. - ,oca.,o„ o, sa,d bmdmg b, the 
deposit of a metalHccompoundllMMAna^lSSiaaafllSDi^ 

P determining the possibie presence o, precipitate,*, in discrete reg,^ and 
correcting the presence o, the precipes, a. the discrete reg,on<s, w,.h 
identification and/or a ouanMcation of said target compound. 

2 (Twice Amended) The method according to Ciaim 1, wherein the 
the precipitation of a metaiiic compound upon the bound targe, compound. 

4 (Twice Amended, The method according to Caim 1 wherein the 

tJLuL^ — * - — ° f ,hejM * precipua,e ,s a 

a metal in the presence of an enzyme. 

5 (Twice Amended, The method according to Caim 1. where, the 

compound. 

14 . (Amended Four Times, A diagnostic and,or quantification apparatus 

mV "° a soiid support comprising an array comprising a, ,eas, 20 discrete regions per 
cm* each , sai regions being fixed with one species o, a capture moiecuie w , 
ecog^s a ,arge. compound, ^target compounds bound to some of said capture 
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at the location ot said bound target compounds]; 

a detection and/or quantification device for detecting said precipitate jjattS 

HjcrrPte mgion(s): and 

^TWter programmed to collect the results obtained from sa,d detects 
and/or quantification device. 

28. (Amended) The method of Claim 1, wherein said mjifcprecipitate is formed 
on the surface of a particle associated with said target compound. 
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